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1. Basis of the report 

a. With regard to the language, the international search was carried out on the basis of the international application in the 
language in which it was filed, unless otherwise indicated under this item. 

I I The international search was carried out on the basis of a translation of the international application furnished to 
l — ' this Authority (Rule 23.1(b)). 

b. Q With regard to any nucleotide and/or amino acid sequence disclosed in the international application, see Box No. I. 

2. [x] Certain claims were found unsearchable (See Box II). 
[x] Unity of invention is lacking (see Box 111). 



3. 



4. With regard to the title, 

fx] the text is approved as submitted by the applicant. 

| | the text has been established by this Authority to read as follows: 



Patent Department fm.F) 


Case 


Int.-Nr. 


Literaturerfasst: 
UUheet iridnete 


Zeichen: 


Datum: 



5. With regard to the abstract, 

[x] the text is approved as submitted by the applicant. 

f~| the text has been established, according to Rule 38.2(b), by this Authority as it appears in Box No. IV. The applicant 
— may, within one month from the date of mailing of this international search report, submit comments to this Authority. 

6. With regard to the drawings, 

a. the figure of the drawings to be published with the abstract is Figure No. 

| | as suggested by the applicant. 

| | as selected by this Authority, because the applicant failed to suggest a figure. 

| | as selected by this Authority, because this figure better characterizes the. invention. 

b. Q ] none of the figures is to be published with the abstract. 
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This International Search Report has not been established in respect of certain claims under Article 17(2)(a) for the following reasons: 

1. fx] Claims Nos.: 

because they relate to subject matter not required to be searched by this Authority, namely: 

Article 52 (2)(d) EPC - Presentation of information 

The claims were only searched with regards to the underlying method of 
generating a reference data base for distinguishing leukemia subtypes. 

2. [[[] Claims Nos.: 

because they relate to parts of the International Application that do not comply with the prescribed requirements to such 
an extent that no meaningful International Search can be carried out, specifically: 



3. | | Claims Nos.: 

because they are dependent claims and are not drafted in accordance with the second and third sentences of Rule 6.4(a). 

Box III Observations where unity of invention is lacking (Continuation of item 3 of first sheet) 

This International Searching Authority found multiple inventions in this international application, as follows: 

see additional sheet 



1 . I I As all required additional search fees were timely paid by the applicant, this International Search Report covers all 
' — ' searchable claims. 



2. | | As all searchable claims could be searched without effort justifying an additional fee, this Authority did not invite payment 
of any additional fee. 



3. I I As only some of the required additional search fees were timely paid by the applicant, this International Search Report 
' — ' covers only those claims for which fees were paid, specifically claims Nos.: 



4. I y I No required additional search fees were timely paid by the applicant. Consequently, this International Search Report is 
restricted to the invention first mentioned in the claims; it is covered by claims Nos.: 
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Remark on Protest The additional search fees were accompanied by the applicant's protest. 

[ | No protest accompanied the payment of additional search fees. 



Form PCT/ISA/21 0 (continuation of first sheet (2)) (January 2004) 



International Application No. PCT7 EP2004/ 012464 



FURTHER INFORMATION CONTINUED FROM PCT/ISA/ 210 



This International Searching Authority found multiple (groups of) 
inventions in this international application, as follows: 

1. claims: 1-27 (partially) 

A method for distinguishing MLL-PTD-posi tive AML from other 
AML subtypes, the method comprising determining the 
expression level of the marker AAK1. Use of said marker for 
the manufacture of a diagnostic. A diagnostic kit containing 
said marker and an apparatus comprising a reference data 
bank, wherein the reference data bank is obtainable by 
determining the expression level of AAK1. 



2. claims: 1-27 (all partially) 

Inventions 2-1100 
Methods for distinguishing MLL-PTD-posi tive AML from other 
AML subtypes and methods for distinguishing specific 
subtypes against all other subtypes and against each other, 
the method comprising determining individually the 
expression level of the markers listed in table 1.1, 
positions 2-50, and in tables 2-3. Use of said markers for 
the manufacture of diagnostics. Diagnostic kits containing 
said markers and apparatus comprising a reference data bank, 
wherein the reference data bank is obtainable by determining 
the expression levels of said markers. 
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1 . This International Searching Authority 
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. (number of) inventions claimed in the international application covered 
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or that the amount of the required additional fee is excessive. 
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This International Searching Authority found multiple (groups of) 
inventions in this international application, as follows: 



1. claims: 1-27 (partially) 

A method for distinguishing MLL-PTD-positive AML from other 
AML subtypes, the method comprising determining the 
expression level of the marker AAK1. Use of said marker for 
the manufacture of a diagnostic. A diagnostic kit containing 
said marker and an apparatus comprising a reference data 
bank, wherein the reference data bank is obtainable by 
determining the expression level of AAK1. 



2. claims: 1-27 (all partially) 

Inventions 2-1100 
Methods for distinguishing MLL-PTD-positive AML from other 
AML subtypes and methods for distinguishing specific 
subtypes against all other subtypes and against each other, 
the method comprising determining individually the 
expression level of the markers listed in table 1.1, 
positions 2-50, and in tables 2-3. Use of said markers for 
the manufacture of diagnostics. Diagnostic kits containing 
said markers and apparatus comprising a reference data bank, 
wherein the reference data bank is obtainable by determining 
the expression levels of said markers. 



The application lacks unity within the meaning of Rule 13.1 PCT. 
The problem to be solved in the present application is the provision of 
markers for distinguishing MLL-PTD-positive AML from other AML subtypes. 
The single general concept which can be identified a priori as linking 
the various inventions and which forms a solution to the above problem 
relates to the use of "markers for leukemia subtypes". The use of marker 
genes/nucleotides disclosed in tables 1-3 form 1100 different solutions 
to the above problem. 

However, the concept of using marker genes for distinguishing different 
leukemia subtypes is know in the art. 

The document Schnittger et al. (2002) Blood, Vol. 100(11), Abstract No. 
1202 (Dl) discloses differentiation of tMLL from MLL_PTD using H0XB5 as a 
markers. Said marker is described for the same purpose in table 3.9, 
position 37 of the present application. 

The document Schoch et al . , PNAS (2002) Vol. 99(15), pp. 10008-10013 
(D2), describes a method for distinguishing several forms of AML based on 
their gene expression profile as determined by using an Affymetrix 
GeneChip. Class prediction is performed using weighted voting. In tables 
1 and 2, sets of genes are disclosed which are sufficient to distinguish 
between different leukemia subtypes. 

KRT18 and CTSW of table 1 of D2 which are used to differentiate t(15;17) 
vs. t(8;21) are described for the same purpose in table 3.13, position 9 
and 1, respectively, of the present application. 
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CLECSF2, CDW52 and S100A9 are described as distinguishing t( 15; 17) vs. 
the rest and are described for the same purpose in table 2.4, positions 
5, 25 and 36, respectively. 

The document WO-A-03/039433 (D3) describes novel genetic markers for . 
leukemias, identified using differential gene expression analysis on 
Affymetrix GeneChips. On page 69, line 22 - page 71, line 8, in 
particular page 70, lines 29-32, the markers ARHGAP4 and CTSW are 
disclosed for discriminating AML_t(15;17) vs. the rest. Said markers are 
included in table 2.4, positions 2 and 4, respectively, of the present 
application for the same purpose. 

In addition, the figures of D3, starting from figure 24, list numerous 
examples of markers for distinguishing leukemia subtypes from each other. 

Haferlach et al . (2002) Blood, Vol. 100(11) Abstract No. 731 (D4) 
disclose a method based on gene expression analysis on microarrays for 
the identification of signature genes, which enable separation of, e.g., 
M4eo from al other subtypes with 100% accuracy. 

Neben et al . (2002) Blood, Vol. 100(11) Abstract No. 2172 (D5) disclose a 
method based on gene expression analysis on microarrays for the 
identification of signature genes, which enable separation of, e.g., 
MLL-PTD positive patients from MLL-PTD negative patients. 

In the light of D1-D5, each document taken alone, the above identified 
single general concept is not novel and inventive and thus cannot be the 
single general inventive concept as required by Rule 13.1 PCT. 
The present invention is thus considered not the fulfil the requirements 
of unity as laid down in Rule 13.1 PCT. 

No other technical features could be identified that form a technical 
relationship among each of the separate inventions claimed and which 
could be considered as same or corresponding special technical features 
within the meaning of Rule 13.2 PCT. 

The first invention was searched, namely methods relaing to 
distinguishing MLL-PTD-positi ve AML from other AML subtypes using AAK1 as 
a marker; kits and apparatus for distinguishing AML-PTD-positive AML from 
other subtypes using said marker. 
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